


ear Sir or Madam: 

Referenm is made to the September 8, 2000 Federal Registr;rr concerning the FDA’s 
inaf rule o,r~ alluwing health claims for the role of plant s&mVstanoi esters in the 

reducing the risk of coronary heart disease. 

. beti A. Levrtille 
Vice ~~as~de~t, ~~r~dw~de Scientific: & Regulatory Affairs 
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As FDA stated in previous rutes (23 CFR 1 Ut .75, t Ot 37, f 01.81 and 101.82), CHD remains 
h ~r~b4em and, with over ~~~~~~~ victims a year, the number one cause of death 
States- FDA a4so ptovicies the figures that on8 in five American adu4ts, between 

the ages of 20 and 74, are at high risk, based OR thsir tota bfood cho4esterol Ievels. An 
~dd~~~u~a~ 32 percent. of adults have “borderline” total blood cholestewi leva#s, along with 
other risk factors, This equates to 51 percent of the adult ~~~~4ati~~ in the United States 
being at risk far deve4upi~g CHD cw reiated 444nesses. 

Based on its review of the scientific literature, FDA has concluded that foods and dietary 
supplements ~~~~ai~4~g plant stanof esters may assist consumers In reducing th&r risk of 
CM3 by 4ow&ng smm chalestaro4 levels, To fuffill the i~~e~s~t public ‘fnea4th benefit af ‘the 
Rule, MtN9i emphas4zss the impotiance of the folfowing six paints: 

The data d~~~#st~at~ the equivalent c~~4as~a~~l~4~wer4~g effect of dietary plant &an04 
asters and ptant staro4 esters, McNe44, therafut‘lE8 racomme-nds r~~4a~4~g the currant 
tvvo-tier des4g~ati~~ with a sir\gla minima4 daily effective fevel, thus treating ptant steroi 

‘piant stanol esters as a single class af mmpounds~ Toi treat them 
di~are~t~ within the same Rule is also putent’ta44y c~~fus4~g to the consumer. 

2. Neil urges that the type of foods elgible o bear the hea4th claim be expanded 
kkyond spreads, sa4ad dressings and snack bars, thereby encouraging conwmer us8 
through a broader array of fmds. As w4th points 3 ~h~~~gh 5 below, such a provision 
will provids consumers with greater choices and product d4varsity to mare easi4y 
realize the ~h~4~s~~~~~4~w~ri~g capab4lity of ptant stant~l esters. 

4. W~4le the Interim Fina Rule excepts spreads and dressings for satad from the 
d4s~ua4i~4~g level for tota4 fat per 5Og of food, the exceptkm shautd be exmded to 
indud-s a41 foods with a serving size of Tvvo tablespoons or Less, or 309 or less. * 

5. eNeil supports FDA’s target of two servings of plant stanol astar~~~~ta4~i~g foods 
taken at d4~~~a~t times doring the day. 

We agree with the i~c4~si~~ of the plant &am4 
a produd approved to bear tie health claim. 

dietary supplement as 



The agency has evaiuatad the pa~4nsnt scientific literature in determining the m4~4m~rn da@ 
~~e~~v~ dietary intake of plant stanut esters or plant stsrol esters t.o iower blood cholesWo4 
fevels. ~~~c4fi~a44y, the agency specified in the 4nterIm Final Ruie that the m4~imum tota daiiy 
intake for plant stanol es&w be at a level of 3.4g [stated at #O’t .S3(e)(2)]t while the rni~~rn~m 
total daily intake fur ptant steruf esters be at I .3g [stated at $jIOI .83(e)( 1 O)], ~~~~i~ believes 
that this substantial intake difference between the two substances is not justified by avaiiabie 
sciencec It also creates a perceived disparity in vafue and efficacy, ~~t~~t4al4y leading to 
consumer confusion. We therefore request that the agency revise the lnterim Final Rule to 
provide that minimum intake amounts be the same for piantTstanot esters and plant stem1 
ssters. 

The s4mi4ari~ of plant stanal esters and plant stem4 esters in their chstesteltul lowering ability 
is supporkd by the available science, which indudes additional, relevant data published since 
the ~rig4~a4 health claim ~at4ti~ns for them ~~gr~d~s~t~ were filed ~~a414~a4n~n~ et a4 2QOO; PIat, 

2000; and NormtSn, at al 2000). The rationale for considering plant stanu! esters and 
plant s&r& esters as a single dass of compounds in assessing their ch~4ests~~l~l~war4ng 
activity is as futtuws: 

~~~~~~~ ~~~~~~~~ -r;llf A~fl~n: The science develuped in axper~me~ta} 
animals and in I&Q systems demunstiates that both plant stanul esters and 
ptant sterul esters 4nhi4it choleskrol absorption by ~om~~t4~g with ch~4est~r~4 
fur incorpdralion into the micailes. 

S&&W CM&kW EtieeZs: Studies in rivhich cholesterol absu tion is d4~s~tly 
measured have dearly shown that plant steruls and plant stanok, singly ar in 
ester form, 4nh4b4t ~h~4ester~# absurpt~u~ by the same mechanism and to the 
same extent. Addit4~nal4y~ three published clinica trials directly ~~rnpa~~g the 
~~~~es~~~ul-~uws~~~ potenW1 of similar amounts of dietary plant stanul estars 
and plant sterol esters show that both substances reduce serum LlJL- 
chulasteru4 (UX-C) tu a similar extent. 

~f~f~~f~~~~ ~~~~~~~~~~~~ A statisticat analysis of retevant data shows that 
there is a s4gn4f4~nt ralat4~nsh4p between the amaunt of pkmt &awl esters 
and plant sterol esters ingested and the reduct4un of UN&. The anatysis 
further shows that there is nio statjst~~a~ly sj~~~f~~a~t difference between the 
LDL-C lowering response far plant sterol esters and plant stanul est49rs. 

Ceasumer GQ~~u~~Q~~ Different per sewing gu4dal4nas fur plant stero-1 esters 
and plant stand esters creates cunsumer confirsion, 
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~x~erjrn~nta~ ~vidsnce from in V&Q systems and in laboratory animals indicates that @ant 
stanols and pkmt Mterofs inhibit cholesterol absorption by competing with eho~~st~r~~ for 
incorporation into intestinal micelias. Stanvls. and sterols have a higher &~n~~ for mixed 
miceDas than does cholestsroi (vvn Bergmann, et af 1999). This suggests that these 
co~~uunds succassfulty compete with chofesteroi for miceltar ~ncor~urat~on, leading tu a 
reduction in cholesterol absorption. 

Sugano, et al (t977) compared the hy~~ho~est~ro~~rnic effects of sitosterol and sitostanoti in 
rats f@Ct diets with added chofesterol and found that both co~~uunds lowered serum 
cho~ast~ro~* Ikeda and Sugano (I 9?43), using radio-labeled sitosterok and sitostanoi 
administered orally or intravenously to rats, found that the i~te~ere~~e with cholesterol 
absv~t~on appeared to be ~e~hanistj~a~~ similar for buth compounds. 

acharyya and Eggen flW8) examined plant sterol absorption in rhesus monkeys. Their 
results undulate that both chv~~sterol and campestarol weta cvntained in the micallar f~a~~~~. 
The authors conctudad that the two necessary steps in the prwess of sterof absorption, 
nam0ly~ the amounts of sterois saiubiiized in miceltes and their ester~~at~o~ within the 
mucosai cells are respunsible for sterul absorptivn. 

Ikeda, et al (1989) studied the influence af sitostaroi and sbstarml on the sotubifity of 
c-hafestwd in mixed bite salt micelks in vitJ0 and ip, I&O. The investigators reported that both 
s~tostero~ and sitostanoi deweased miceliar solutMy of cholesterol to a similar extent &I V&O. 
They further confirrneb these findings in rat studies in which bath compounds significantly 
dec=reaaad liver cholesterol, thus showing the inhibitor effect each had on chvtesterui 
absorptive. So~ub~~~~ of chofesteroE in the micellar aqueous phase of rats fed chcbstarai plus 
s~to~tano~ and chvlw&woi plus s~tostero~ averaged 53% and 24% Euwer, r~~~~e~y, than 
that in rats fed cholesterol alone. The results of these studiss clearly show that ~nd~~~dua~ 
plant sterofs and pIant stanols b&k cholesterol absorptiun via entry intu mixed micellss in 
the rat model. 

Ling and Janes 1995) summarized the available evidence for the me~ha~~s~ for reduced 
cho~~st~rv~ abso~tjo~ by ~h~ostarv~s. They indicate that reduced ~hv~~st~~l su~u~~~~zat~vn 
in bile salt micelles appears to be a majvr factur in ~nh~b~t~ng cholesterol absorption by these 
COmpOUndS* 

These findings from the h I&E? and animal studies demonstrate that both plant sterofs and 
plant stanols reduce cholesterol absorption by a sirn~~ar mechanism, i.e., by com~~tj~g with 
~hv~est~rv~ entry into intestinal micei9es. 



Ma from human trials con&m the in vitro and animal study finding that plant stanol esters 
and plant sterol esters inhibit cholesterol absorptiun by a similar mechanism and to a similar 
extent. d~~iona~~y~ cfinicai triafs demonstrate no significant differences in LDL-C ~~we~~ng 
when plant &no-l esters are compared to plant sterol esters. 

et al (1991) compared the effects of sitvstervf and siitostanvf on inhibition of 
~estero~ absorptkm in 10 male volunteers divided into two groups, each intuba~ed with 

triple Mnen tubes, and fed ~~qujd formula diets alone or with added sltostsrol or sitostanot. 
~ho~asta~v~ absor~~~n was similar and not sta~st~~a~~y different beWeen subject groups 

e control period (averaging 34% and 31%, respedivety). Both sitosferol and 
infusions reduced choksterof absorption 5&;85%, demonstrating that both 

sitostanol and sitosterol are effective in reducing cholesZeroZ absorption in human votunteers. 

Jonas, et al (2000) [FDA reference !%r examined chote&eroC absorption, synthesis and 
turnover, in addition to measuring serum fevels of lipids, sterois and sranols. Fifteen 
hyper~~l~s~ero~e~~c men were fed, in random order, nutr~t~ona~~y adequate diets containing: 
a control ~argar~ne-~~ke spread; the same spread wi& added @ant steroC esters; vr piant 
s&mot esters- Daily consumption was 1 .Mg of sterufs or stanok (2.94g stervl estersKM3g 
stanul esters). ChokWerol absorption was signi~va~t~y decreased compared to control period 
(36.2% and 25R&. reduction in choiesterot absorption for steroi esters and sfanof es&m., 
res~e~~jve~y~, witi no s~gn~#icant dierences between treatments. 

Norm&n, et ai ~~~~~~ in a trial published subsequent to submission of McNeil’s plant stanol 
ester health claim peWon, measured small bowel shulesterot absorption, st;srol ex~~at~o~~ and 
hepa@c cholesterol synthesis in subjects wifh itaosW”nias. The daily intake uf plant sterol 
esters and plant stanoi estsre in this randomized, controtted, crossover study corresponded to 
1.5g of plant stero~~stano~s per day (equivalent to = 2.Sg as esters). ~~eostumy bags from 
seven subjects were cofkcted every other hour and frcxan for analysZs of m&km& and 
s&mzk Ghvles~ervl absarptivn was 56% (43165%) in the control period, decreasing to 38% 
~~2~4~~~ in the s&m1 esters peirvd, and 3Q% (30-48ofo) isr the stanvl esters perivd. Sterot 
esters and stanot esters were fhus shvw~ to ~nhi~jt choleslervl abso~t~on to the same extent. 

Three human studies directly compared the semm ~hu~~s~%~vl-~uw~~ng potential of plant 
sterol esters and plant stanoi es&m and showed no s~g~jfjca~t differarms in CDL-C 
~educ~~vn~ The foUlawing describes changes in U&C, rather than changes in serum total 
chvtestsrvl, because LDC-C is generally accepted to be the serum measurement most closely 
associated with heart disease risk. Total cholesterol deerements foilowed the same pattern 
as changss in LDL-G. 
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~es~strat~ and Meijer (3998) [FDA reference 671 compared the ~~p~d~~owerjng effects of 
~a~ga~~nea~~e spreads ~vntain~ng plant steroi esters vr plant stanvf esters. ResuNs showed 
t)?at bvth margarines were effective in lowering LDL-C a~~rvx~mate~y 13% compared to 
control margarjne. The authors concluded that margaMes wiih plant stervl esters or plant 
stanoi esters were equalty effective. 

~~~~jka~~~~, et al (2000), published a study after issuance of the interim Final Rule. They 
investigate whether Wu spreads containing plant stanvl esters vr plant st~oi esters were 
~ua~~~ ~~0~tiv~ in ~vw~ring serum LDL-C cv~~e~tra~vns as part of a Ivw fat, low cholest+3rvi 
(Step 1) diet. The study was a randvmired, doub~%-b~~nd, p~a~ebuacuntrv~~ed~ crossover trial in 

~~archv~estaro~emjc subjects. After a Wo-week Step f diet run-in period, subjects were 
randomized to cvnsurne each of the test spreads #or periods vf fvur weeks. The twv test 
spreads were rnatvh~~ with respect to’ fatty acid cvm~vs~tivn and degree of estarif~cat~vn. 
Mean daily intakes ware 2.0lg of stanvis per day and 2.049 of stsrols per day, as esters, for 
the subjects completing the study. There were no significant differences in serum tipid 
res~nses between the two test spreads, although buth lowered LDL-C sjg~~f~~ant~y relative to 
control spread. Serum LQL-C was reduced by 12.7% at end vf the stanvt asters spread 
pried and 10.4% after the sterol esters spread period relative to cvntrvt. The authors 
concluded that as part of a Step 1 diet, plant stanoi esters and plant sterol esters spreads 
reduced LDL-C ~ncentrativns s~gn~f~cant~y and equally- 

In tha Junas, et at (2000) study referenced above, serum lipid measurements were made in 
addtiion tu the direct measurement uf chvfestervf absorption, tn this study, the cuntrv’t diet 
reduced LDL-C Ievefs by 3.9%. The plant steruf esters reduced LUL-C by 12.9%, which was 
s~gn~~ca~t~y deferent from tiontrv2. The plant stanvt esters reduced LDL-C by 79%1 which was 
neither sign~~~ant~~ different frvm control, nor sjgnificant~y different from stem! esters. 
Howev@rP both sterut and stanu2 esters spreads s~gn~i~nt~y reduced Lc)L-C levels from 
baseline. The authors cvn@uded that both estarified situsterul and estlsrified situstanoi are 
efficacious in favorably reducing circulating cholesterol concentrations in hy~er~~~~dern~~ 

A resew by Law (2000) [FDA reference NX’J], summarized $4 published* ~%~r~r~vj~wed* 
randomized, doub~e~bf~nd ciinicai trials in adults. These trials compared the effects of 
~argar~nes with and ~~hvut added plant sterol esters and/or plant stanvi esters on LDL-C 
r~ductivn. Law noted fhs similar extent to which LIDLG reductian vccurred. tn a plot of sterol 
or stanvl intbke against LDL-6 reduction* he notes the cvntinuvus r~~atiunship of dose and 
response up tolabvut 3.49 daily intake. 

“ftre cfinicai data are FN”ec[ictable on the basis of the in vi&~ data and animal studies. Similar 
intakes uf plant stanal esters or plant stervi esters reduced LDL-C levels and ~nh~b~t~d 
intestinal choiestervi abev~t~on to an equivalent degree. 



The science descr#3ed above suppotis the principle t at plant sterul iesta~s and plant stand 
ibit chuiestwal a~sur~t~~~ to an equivaien -ant, thereby fuw~rjn~ LDL-c tu a 

similar degree. ft, therefore, fufbws that a single rn~~~rn~rn effective ddiiy intaks af Esther 
~#~~~d~~~t is a~~~~~~~~t0* A statistical analysis condricted on relevant clinical data provides 
addjtj~naf s~~sta~t~at~~~ for establishing a common minimum daily intake for plant stanol 
esters and plant sterol esters (Appendix ES). 

The f~~~~wj~~ criteria were used in selecting data points utilized fur the statistical analysis. 
Data fmm ail studies considered relevant by FDA In the ~~te~irn final Ruie were used, with the 
fulf~w~n~ exceptions: 

+ Studies ~t~~~z~~~ free stanols [FDA reference 9Tf or free sterots [FDA references 65, 
751 or mixturm [FDA reference ?4] were exe&de& 

m Data where the resuits far LOL-C were not s~~~~j~a~t~y reduced campared with 
placebo were exclud-ad (one data point frum each of the foliowing FDA r&erencss: 88, 
94,77). 

e Studies where LCX-G was not reparted were excluded. (FDA reference W). 

The data point 
was excfudsd. 

from FDA reference 78 where stand aster was incorporated into buttar 

A~~~t~~~a~l~~ FDA references 64 and 65 were excluded based on FDA% determination that 
thsse studies were d~~~~~~t to interpr@ and ths results hiconsistent. FDA Merences 82 and 62 
were also excluded, based on FDA’s determination that these reports lacked sufficient detaif 
on the reason far the varying number a# contrul subjects. 

A~d~t~~~~~~y the data from two studies publishsd subsequent to the fnterim Final Rute were 
~~~~~dad~ as tttase studies satisfy FDA’s criteria as specified in Section til.B.2 o-f the Rufs. 
~~a~~~ka~~~~, et al 2090 and Piat, et al 2000). 

data points frum 12 studies were included for plant stanol esters [FDA rsferances 
58, 67, 77, 78, 80, 88, %9, 90, 92, 94, ~al~jk~~e~~ et at (2000), and PM, et al (2~~)]~ and 
nine data paints from six studies for plant starui esters [FDA refer*ences 51 t 57, 58,63 and 62, 
67 and ~a~l~ka~~~~, et at (2~~)], 



fn the statistical analysis (Appendix ES), alf three variables (grams of sterui esters per day, 
grams of stanol esters per day, and the percentage change in LDL-C level) represent the 
average level of intake ur the average percsnt reduction &I UK-C for an individual study. A 
rqression analysis was conducted and showed a highly s~g~jf~~a~t reiatiunship between 
steru~/stanu~ esters intake and percent t.Dt-C reduction (R2= 0.352; p=OBU3). This 
~bs~~atjQ~ permitted an additiional analysis to test whether the effects of the two esters were 
different fram each other. The effect of type of ester (starwl vs stew!) was modeled, using aft 
pained data. This second analysis indicated that the slopes of the fines of best fit for the pkmt 
s&ml esters data and fur tha plant stanol esters data were not sjgn~f~cant~y d#arent fram each 
other. Therefore, the uveratl statistical analysis reinforces the conckMons from the p~b~jsh~ 
scientific literature demunstra~ng the equivalency of dietary stanoi esters and steruf estws in 
reduujng LDL-c. 

Based on a recent research sampling, the differing health claims specified in the ~~t~rjrn Final 
Rife, lead to sjg~~f~~a~t confusion in two-thirds of consumers (Appendix C). 

A~~~rdj~g to key findings, when asked if one product “would be better than the other at 
slping to reduce the risk of heart disease,* 39% of CoFtsumers thought that ww produd 

would b-s mure effective than the other; 27% were unsure; and only 34% thought the pruducts 
were equally effective. This means that fully 66% of the 303 consumers in the study were 
confused about the risk reduction potential of the products. 

Based on these Observations, the health claims specified in the interim Final Rute are 
uunf~s~ng to cuns~mers. Consumer ~~d~rsta~dj~g would be enhanced by a uniform daily 
intake amount for plant stanol esters and plant sterui esters which allows for a clear and quaI 
message of risk reductian to be pruvided tu the public. 

~~~~~~~~~~~ The analysis af r&vant scientific data leads to the cunciusiun that similar 
amounts af dietary stanai esters or stem1 esters lower LDL-C to the same extent. 

armore, consumer research shows that health ctainw based on ~~~e~~~ rnjnjrn~rn daily 
intakes directly leads tu consumer cunfusbn. 

~c~~j~, therefore, bel’rsvas ths Final Rule shouId sipecify a single m~~~rn~rn daity &fecthm 
tavel that ~outd apply to both plant stanai esters and to plant sterul asters. The level selected 
shaped ba high enough tu effect a rnea~j~gf~~ reduction in LDL-C. 



Final Rule provides in Part V Section O(l)(b) that the foods eligible ts, &ear the 
heatth claim fur plant stanul esters and coronary heart disease are spreads, dressings for 
safad, snack bars, and dietary supplements in suftgei farm. tt add~t~~na~ly states that FDA will 
consider expanding foods eligible tu bear the health daim “. . I if comments on this rule provide 
a validated anaifiicai method that permits accurat-e det~rminatjun of the amu-unt uf plant 
stat-A esters in other foods? McNeil has provided as A~p~ndjx D-1 a validated analytical 
method to permit the analysis of any food for the q~al~~jng levei of plant stanaf esters per 
reference amount customariiy ~~s~rn~d (RACC). 

The rn~t~~dulu~y for piant stanoi analysis in stanal ester~~untajnjng spreads, dressing, snack 
bars (prevj~~s~y reviewed by FDA as pa6 of McNeil’s health claim p~tjt~~n~ aqd yugtart 
(Ap~~ndjx O-2) is idsntical in sa~~n~f~&atjun~ extra&on and derivatizatian pmcedures. Gas 
~~f~rnat~gra~~~~ detection and plant stanul ~~antjf~Gat~un are also comparabfe across stanoi 
este;r-cuntaining foods. The unty procedural puints of difference fur analysis of stanoF ester- 
suntanning fuuds are t e jn~tja~ blending uf the sample and the amuunts of sample and int~mal 
Standard introduced into the assay. Given the ~njfurm procedure fur phnt stanui analysis in 
stanai est~r-c~ntaj~j~~ foods, ~~~ej~ A~a~~~~ bbthud 8ZZ-AM-9MF ~~t~~rnjRatj~~ af Stanois 
and Stsrols in E3enecul Foods was developed for det~~~~atjun of plant stanots in any Stan4 
est~r~~~ntajnjng fuud. 

This single ana~~~~~ method fur measuring plant stanuls in any stanul ester-cuntaining hod 
is su~~~~~d by methad validatiun studies in rn~#t~~le stanol est~r~unta~n~ng fuud systems. 
Method’ vaf~dat~un stud-ies were performed in dairy, oil and grain based rnu~tj~~~rnp~n~nt 
stanat esters food systems. Spread and dressing were sslected as representative oil-water 
~rn~~s~~ns~ snack bars as model grain-based systq’ns; and yogurt as a representative dairy 
systmm ~~thud validation demonstrates that analysis of plant stanols is linear, accurate and 
precise awuss stanul ~ste~-~u~ta~n~ng fuud systams (see linearity graph baiow). Analysis af 
~CKX&S nut c~~~jn~ng stanoi aster and mass spectra of situstanoi and campestanul from stanul 
~st~r~c~~taj~~ng foods demonstrate speutiicity uf the analytical m&wds for plant stanuis, Ths 
singular ana~~ua~ approach aacrass food systems and method va~~da~u~ studies in dairy, ail 
and grain based rnu~~~uum~unent foods verify this method for quant~tatjve analysis of plant 
stanots in foads ~~~taj~jng plant stanal esters. 
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~~~e~~s~~~~ McNeil has prclvidsd a validated method fur analysis uf plant stanoi e&em in 
any foo& me therefore urge that the health claim fur plant stanui es&m be extended to all 

f ~n~~r~gjng man~fautu~ers tu pxovide a greater number and variety of fuuds than 
provided for in the tntwim Final Ruie, A  broader array of fuuds will enable consumers to mum 
easily i~~~rp~rate piant stanol estera their diets and prumote healthful eating pattt2arns. 



~ufr~~~~y marketed food products eligible to bear the health claim under the provisions of the 
Intwim Finai Rule include spreads and bars. The provisions of the Interim Final RuCe state at 
$lOl ~$~(~~(ji~~~ subsection (0): “The food must meet the m~~~rnurn nutrient c~nt~bu~~~~ 
r~qu~rem~~t in 61 Of .I 4(e)(S) unless it is a dressing far salad, s 2 Spreads and bars do not 
meet Hs raqu~rama~t~ yet they are not designated as an exception as are dressings for 

Serctipn 51 Of .I 4(e)(6) prohibits heaith claims for a food unless the food contains IQ percent 
or more of the recommended daily intake or DRY for vitamin A, v~tam4n C, irk, calcium, 
rotein or fiber per RAW, prior to any n~r~a~t ad&&i~n. McNeil’s petition requested a general 
xceptbn from this requirement. FDA did not grant the requested general ~x~~~t~~n, nor did it 

grant an ~x~0~tj~~ of McNsit’s spr0ad and bar products. In its comments, the agency poir&d 
at the rn~~~rn~rn nu%riant e~~tributj~~ r~u~r~rn~n~~ ware intended to an+rs that the 
uf health claims would not be tr~v~a~~~~d~ that the pstitioner’s rationale did not justify any 
&HI; and that manufa~ur~rs of foods nut meeting this requirement could pet&m the 

agency on a case-by-case basis to request an exception. 

position that tha exception appty tcr spreads and bars, as well as bs Wended to 
aft. fund products. ~~~e44 is requesting that FDA afluw an exception tz, th;e provision that t 
minimum n~tr4~nt ~Qntr~but4~n r~ujrament be met with nutrlent$ “inhrrrentiy” pr~~la~t Sn t 
food. !#a am requesting that the r~qujr~m~nt be ailowed to be met by nutrierH addition to the 
final food pmduct, providing compliance with FDA’s fort4ficatiun policy is also met. By applying 
the foad fu~jfl~atju# policy at 21 CFR 104.20, the exception can be extended to aI1 foods 
~~th~ut trj~~~~~~~g the health claim, Ths provisions of that regulation provide 
~u~d~l~~~~ for f~~~f~~t~~ of food prudutis; therafure, foods me&ng @IS m~n4mum nutriant 
r~qujr~rne~t~ through f~~jf~~at~~~ woufd be e~~~ib~e to bear the health claim, 

~r~v~djng for exceptions unly on a case-by-case basis, as FDA curran#y suggests, fails to 
provide a viable altarnaWe, untess an expedited review procedure is specified as part of this 
he&h claim regu4at4~n. An axpadited review prc@sss CCNM, fur exampls, be based on the 
n~tjf~~at~~~ procedure found eisawhers in ths ragu4at~ns and prov4de that manufacturers or 
others a~p~~ng far an except&i submit a no~4ficatian of in-tent to apply tha stand ssters haafth 
cfaim to a n~n~qua~~~~ng food. Th4s n~t4f4~t4~n would in&da ~nf~rmat~~~ supporting the 
positiun that tie food shouM ba excepted. Absent agency responss setting forth reasons why 

ot be inciudsd in the exception, the n~t4~~t~un wuutd be deemed as 
~~nstjt~~4ng approval. 

If these requested sxce@ons are not aHawed, and an ex~adjted review procedure is not 
d~f~~~d in this ragu~at~~n* case-by-case avatuations c~ufd uniy be iMated and procesd as 
a~andmant§ to the health ctaim regulation, requ4rjn~ adherence to all ~r~~edura4 and time 
r~qujrement~~ Such a process could operate only to delay or ~ub~ta~tja~~y hinder the 
d~v~~~~mant of add~~~~na~ food forms and, as a practical mattar, would not enable Ned 
product devel~~ma~t to proceed until the amendment prucass had bsen ~~rn~~~ted~ !if at all. 
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in the Interim Final Rule, FDA granted two ~xcqSbns frum NLEA fat content requirements: f ) 
An sxeeption that foods bearing the health claim meet the low fat nutrient cuntmt claim; and 
2) An ~x~a~t~~~ from the d~~~a~~~~~g Wet far total fat per 5Qg of food fur sprsads and 
dressings for sal I but for no other foad pr~dui=ts or forms. 

aafth cfaim petition, McNeil requested an exception frdm the small serving sired ttutal 
fat ~~~~~r~rn~~t, We do not agree that the excq3tion far totat fat fur small, ssting skss (less 
than or equal to 2 tablespoons or 33g per RACC) shouid be limited only to spreads and 
dressings for salad. The agency did not permit a blanket sxceptian for afi fcmds with small 
sewing sizes, based an its concern that such an exception wuuid open the door to incrsassd 
e~ns~rn~t~~~ of high fat fmds, There are a number of reasuns McNsii urges Ff)A to 
reconsidsr exsmpting all foods with small serving sizes from the requirement of no more than 
139 tc&l fat per X&j. 

First, al! foods bearing the health claim will be required to bs low in saturated fat and 
~h~~~st~r~~~ which is consistent with #W recently d~str~~~t~ Dietary Gl~idelines for Arn~r~~a~s~ 
2QOQ and the ~~~~~r%rn~~ts for ali other health claims relating to CWD. As ?&ted in the lntsrim 
Final Rule, “ths 2000 Dietary ~~~d~~~~0a Advisory Committee ~~~cl~dad that the s&~~~t~f~c 
avidenm an dietary fat and health supports assigning first priority to inducing saturated fat 
and chub&ml intake, not total fat intake.” 

Second, if all focrds with small sexing sizee were excepted, they would continue to be 
required ma& all d~s~~a~~~~~g ieve&, ~~~~~d~~g tot& fat, per RAGG and per serving. This 
r~~~~r~rn~~t atone will limit ths number of high fat foods eligible to bear the he&h clakn. tn 
addition, the d~scJa~ma~, “See ~~tr~tj~~ ~~f~~at~~~ for fat content,” waked apply and appear on 

roducts M&II small servings tiat bear the health claim and sxcaad ths: d~s~~al~~~~g 
far fat, This is consistent with ths pubtic health r~~~~e~~t~~~ FDA c&s as ths basis 
lowing the disckbsur~ for spreads and dressings for satad, namely ths expert apinlon on 

total fat intake, the risk of GHD, and general health. Although diets high ln saturated fat and 
ch~~asta~~~ are ~~~~~catad in CHD, currsnt scAentSfic evidence doas not ~~d~~ata that diets high 
in ~~sat~ratad fat are associated with GMD. 

x2 



~~~~ss an exception for additional foods with small swing sizes is granted ELS part af this 
&king, FDA wit1 need to evaluate such faads on a case-by-case basis. Absent an 

expedited ~~t~fj~at~~~ process, a potentially lengthy procedure would provide a d~s~~~s~t~vs 
for ma~~fa~t~r~~ to develop additionat plant stand ~st~~-~~~ta~~~~~ foods, thereby depriving 
consumers of variety and the ~pp~~~~~~ to consume feuds that may reduce the risk ;of bati 
diseass. 






